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The Queen Elizabeth II Medical Center Verdun St. Nedlands Western Australia 6009 to those reported by Worth et al. [1] . On the other hand, no significant changes of Hb A~o during normal pregnancy and no difference between Hb Aac in pregnant and non-pregnant healthy women were observed in our study [2] . In puerperium (3 months after delivery) Hb A1~ was significantly higher than during pregnancy (p < 0.001) and in nonpregnant controls (p < 0.05), respectively [2] .
We agree with the conclusion of Worth et al., that the use of any measurement of glycosylated haemoglobins in pregnancy should take account of pregnancy-specific normal ranges, each laboratory having it's own reference values. Moreover, the measurement of Hb A~o in assessing long-term glycaemic control seems to be preferable to that of Hb A1 especially during pregnangy [2, 5] , and comparison between these two parameters should be made with caution. Recently, we have employed an improved method for measuring Hb Aa~ by rapid fully automated high-performance liquid chromatography, which also determines Hb F, HB AI~, Hb Alb and Hb A2 [6] . Thus the method both detects a recent fetomaternal blood transfer, and eliminates the problem of erroneously high glycosylated haemoglobin values due to this phenomenon.
Glycosylated haemoglobins in normal pregnancy
Yours sincerely, K. Ylinen, U-H. Stenman, R. Hekali, T. Kes~iniemi-Kuokkanen and K. Teramo Dear Sir,
We read with interest the report by Worth et al. on glycosylated haemoglobin in normal pregnancy [1] . However, when comparing our results [2] with their own, the authors missed a crucial point: in our longitudinal study, we did not report the levels of total glycosylated haemoglobin (Hb A1), but those of the subfraction haemoglobin Ale (Hb Ago), which is, at least theoretically; a more reliable indicator of long-term glycaemia than Hb A1 [3] . The cation exchange chromatographic macrocolumn method used in our study [2] also permitted measurement of the minor fast haemoglobin components. The values of Hb A1 can be calculated as the sum of these fractions (Hb Ale plus the minor fast haemoglobins). Because fetal haemoglobin (Hb F) coelutes with Hb Ale in this method, as it does with Hb A1 in the cation exchange method employed by Worth et al. [1] (Bio-Rad Hemoglobin A1 by column test, Bio-Rad Laboratories, Richmond, California, USA), we also reported the levels of Hb F [2] measured by the method of Betke et al. [4] . The changes of corrected levels of Hb A1 (the apparent Hb Aa levels minus Hb F) are shown in Figure 1 , and were similar Harrison et al. have demonstrated for the first time on isolated human islets the sigmoidal nature of glucose-stimulated insulin release and its correlation with enhanced glucose oxidation [1] . Their work should be applauded because many studies of rodent islets may be applicable to man but this should never be assumed. Our own data has shown previously the marked discrepancies between the capacity of fetal mouse pancreas and human fetal pancreas to secrete insulin in response to a glucose stimulus [2, 3] .
Subsequent to our finding that human fetal pancreas was unresponsive to glucose, and that a single defect in early glycolysis or deficiency of cyclic AMP was unlikely [3] , a defect in glucose oxidation [4] . The graph shows a significant increase in 14C02 production by pancreas incubated in high glucose. This occurred despite failure of cultured fetal pancreas to insulin production in response to a hyperglycaemic stimulus [3] .
As pointed out by Harrison et al. [11, strong correlation between insulin secretion in response to glucose and rates of glucose oxidation would be expected on the basis of the substrate-site hypothesis [5] . Our knowledge of stimulus-secretion coupling in the fetal human pancreas is still incomplete, but it is evident that glucose oxidation is intact at least in fetal pancreatic fragments at a time when the fetal islets fail to respond to a glucose stimulus by increased insulin secretion.
Yours sincerely, L. Hoffman
